The authors concluded that the addition of intrathecal clonidine to intrathecal morphine provided small clinical benefits, but increased the frequency of hypotension. The results were heavily influenced by one trial, with an additional treatment.There were some limitations in the review, but the cautious conclusions reflect the evidence presented and seem reliable.
To evaluate the efficacy of adding intrathecal clonidine to intrathecal morphine for acute postoperative pain.
Searching
Seven databases, including EMBASE and PubMed, were searched in January 2012, for relevant studies. Search terms were reported. The references of the included articles and previous reviews were searched.
Study selection
Randomised controlled trials (RCTs) that compared intrathecal morphine plus clonidine against intrathecal morphine alone, for adults undergoing surgery under general anaesthesia, were eligible. Patients had to have received a single-shot spinal analgesia before the start of surgery. The outcomes of interest were the time to first postoperative analgesia request, and the total morphine use during the first 24 hours after operation. Trials had to report either of these two outcomes. Specific adverse events considered were postoperative nausea and vomiting, postoperative sedation, respiratory depression, pruritus and hypotensive events.
The type of surgery, the doses of intrathecal morphine and clonidine, the amounts of intraoperative opioids, and the postoperative analgesic treatments varied between the included trials.
The authors did not report how many reviewers selected trials for inclusion.
Assessment of study quality
Trial quality was assessed using the Jadad scale (details were not reported). The authors did not report how many reviewers assessed quality.
Data extraction
The data were extracted to calculate mean differences and odds ratios with their 95% confidence intervals. The authors did not report how many reviewers extracted the data.
Methods of synthesis
Mean differences or odds ratios, with their 95% confidence intervals, were pooled using a random-effects model. A subgroup analysis was conducted, based on the dose of intrathecal clonidine assessed. Heterogeneity in the metaanalyses was assessed using Τ² and Ι². Publication bias was assessed in a funnel plot and using Egger's test. Sensitivity analyses were conducted (details in the paper).
Results of the review
Seven trials (10 comparisons) were included (503 patients). Two trials scored 2, one trial scored 4, and four trials scored 5 on the Jadad scale.
The meta-analysis revealed a significant delay in the time to first analgesic request with intrathecal morphine plus clonidine 90 to 150 micrograms (μg), compared with intrathecal morphine alone (MD 1.73 hours, 95% CI 1.29 to 2.18; Ι²=0; one RCT; two comparisons). It also showed that clonidine 90μg to 150μg reduced the amount of postoperative morphine (MD -4.68mg, 95% CI -6.00 to -3.36; Ι²=8%; two RCTs).
